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Amendments to the Claims 

This listing of claims will replace all prior versions and listings of claims in the application. 

Listing of Claims 

1. (Canceled) 

2. (Currently Amended) Th e method according 'to claim 4 A method for treating pain 
in a patient in need thereof, comprising administering to, the patient a pharmaceutjcalTy 
effective amount of an DcB-kinasc inhibitor of the compound of formula I: , wherein the frcB 
kinas e inhibitor is a compound of formula I 



or a stereoisomer^ form thereof or a mixture of stereoisomers forms in any ratio, or a 
physiologically tolerated salt thereof, wherein, 

E is N, or a radical -C(R 19 )-» wherein, R 19 is hydrogen erf radical R 9 , wherein, 
R 9 is a characteristic radical of an amino acid, 
aryl, wherein the aryl is optionally substituted, 

heteroaryl having 5, 6, 7, 8, 9, 10, 11, 12, 13 or 14 ring members, wherein the 
heteroaryl is optionally substituted, 

heterocycle having 5, 6, 7, 8, 9, 10, 1 1, or 12 ring members, wherein the heterocycle is 
optionally substituted, or 

-(Ci-Q)-alkyI> wherein the alkyl is straight-chained or branched and is optionally 
substituted one, two or three times, independently of each other, by aryl, wherein the aryl is 
optionally substituted, heteroaryl having 5, 6, 7, 8, 9, 10; 1 1, 12, 13 or 14 ring members, 
wherein heteroaryl is optionally substituted, heterocycle 'having 5, 6, 7, 8, 9, 10, 1 1, or 12 ring 
members, wherein the heterocycle is optionally substituted, -O R 11 , =0, halogen, -CN, -CF 3l 
-S(0) x -R u , wherein x is zero, 1 or 2, -CCO^O-R 11 , -C^-NCR 11 ^, -C(0)-R n , -N(R U ) 2 , 
-(C 3 -C6>-cycloalkyl, a radical of formula 
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R 11 J 



, or a radical of formula 



wherein, 



R 11 is hydrogen, 

-(Ci-C6)-alkyl, wherein the alkyl is optionally substituted one, two or 
three times by aiyl, wherein the aryl is optionally substituted, heteroaryl having 
5 f 6, 7, 8, 9, 10, 11, 12, 13 or 14 ring members, heterocycle having 5, 6, 7, 8, 9, 
10, 11, or 12 ring members, halogen, -N-(CrQValkyU wherein n is zero, 1 or 
2 and the alkyl is optionally substituted one, two or three times, independently 
of each other, by halogen or -C(0)-OH, -0-(d-C 6 )-alkyl or -C(0)-OH, aryl, 
wherein aryl is optionally substituted, heteroaryl having 5, 6, 7, 8, 9, 10, 11, 12, 
13 or 14 ring members, or heterocycle haying 5, 6, 7, 8, 9, 10, 11, or 12 ring 
members, and wherein, the case of (R 11 )^ each R 11 , independently of each 
other, is hydrogen, -(Ci-C$)-alkyl, wherein alkyl is optionally substituted one, 
two or three times by aryl, wherein the aryl is optionally substituted, heteroaryl 
having 5, 6, 7, 8, 9, 10, 1 1, 12, 13 or 14 ring members, heterocycle having 5, 6, 
7, 8, 9, 10, 1 1, or 12 ring members, halogen, -N-CCi-QValkyI, wherein n is 
zero, 1 or 2 and the alkyl is optionally substituted one, two or three times, 
independently of each other, by halogen or -C(0)-OH, -0-(Ci-Ce)-alkyl or 
-C(0)-OH, aryl, wherein aryl is optionally substituted, or heteroaryl having 5, 
6, 7, 8, 9, 10, 11, 12, 13 or 14 ring memblers; 



at least one of R l , R 2 , R 3 and R 4 is, a radical of formula H, 




(») 



wherein, 



D is -C{0)-, -S(O)- or -SCO)*-; 



R 8 is hydrogen or -(Q-GO-alkyl; 
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R 9 is a characteristic radical of an amino acid, aryl, wherein the aryl is optionally substituted, 

heteroaryl having 5, 6, 7, 8, 9, 10, 11, 12, 13 or 14 ring members, wherein the 
heteroaryt is optionally substituted, heterocycle haying 3, 6, 7, 8, 9, 10, 11, or 12 ring 
members, wherein the heterocycle is optionally substituted, or 

-(Ci-Qs>alkyl 9 wherein the alkyl is straight-chained or branched and is optionally 
substituted one, two or three times, independently of each other, by aryl, Wherein the aryl is 
optionally substituted, heteroaryl having 5, 6, 7, 8, 9, 10^ 11, 12, 13 or 14 ring members, 
wherein heteroaryl is optionally substituted, heterocycle having 5, 6, 7, 8, 9, 10, 11, or 12 ring 
members, wherein the heterocycle is optionally substituted, -O-R 11 , -O, halogen, -CN, -CF 3 , 
-S(0)x-R n > wherein x is zero, 1 or 2, -C(OK>-R n , -C(6)-N(R ll )2, -C(0>R u , -N(R n )2, 
-(C3-Ce)-cycloalkyl, a radical of formula 



wherein, 

R 11 is hydrogen, 

-(Ci-Q)-alkyl, wherein alkyl is optionally substituted one, two or three times by aryl, 
wherein the aryl is optionally substituted, heteroaryl having 5, 6, 7, 8, 9, 10, 11, 12, 13 or 14 
ring members, heterocycle having 5, 6, 7, 8, 9, 10, 1 1, or 12 ring members, halogen, 
-N-(Ci-Co)n-aIkyl7 wherein n is zero, 1 or 2 and the alkyl is optionally substituted one, two or 
three times, independently of each other, by halogen or -iC(0)-OH, -0-(C]-Q)-alkyl or -C(0)- 
OH, aryl, wherein aryl is optionally substituted, heteroatyl having 5, 6, 7, 8, 9, 10, 1 1, 12, 13 
or 14 ring members, or heterocycle having 5, 6, 7, 8, 9, 10, 1 1, or 12 ring members, and 
wherein, the case of (R u )2, each R 11 , independently of each other, is hydrogen, 
-(Ci-C6>-alkyI, wherein alkyl is optionally substituted one, two or three times by aryl, 
wherein the aryl is optionally substituted, heteroaryl having 5, 6, 7, 8, 9, 10, 1 1, 12, 13 
or 14 ring members, heterocycle having 5, 6, 7, 8, 9, 10, 11, or 12 ring members, 
halogen, -N-(Ci-C6) n -aUcyl, wherein n is zero, 1 or 2 and the alkyl is optionally 
substituted one, two or three times, independently of each other, by halogen or 
-C(0)-OH, -0-(C r C 6 )-alkyl or -C(0)-OH, aryl, wherein aryl is optionally substituted, 
or heteroaryl having 5, 6, 7, 8, 9, 10, 1 1, 12, 13 cfr 14 ring members; 
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Z is aryl, wherein the aryl is optionally substituted, heteroaryl having 5, 6, 7, 8, 9, 10, 11, 12, 

13 or 14 ring members, wherein the heteroaryl is optionally substituted, heterocycle having 5, 

6, 7, 8, 9, 10, 11, or 12 ring members, wherein the heterocycle is optionally substituted, 

-(Q-CsJ-alkyl wherein the alkyl is optionally substituted, 

-C(0)-R n , 

-C(0)-0-R u , 

-C(0)-N(R n ) 2 ; or wherein, the radical of formula H, or 

i) R 8 and R 9 form, together with the nitrogen and carbon to which chey are bonded, a 
heterocyclic ring of formula Ila, 




wherein, 

D is -C(O)-, -S(0>- or -S(0)2-; 

Z is aryl, wherein the aryl is optionally substituted, 

heteroaryl having 5, 6, 7, 8, 9, 10, 1 1, 12, 13 or 14 ring members, wherein the 
heteroaryl is optionally substituted, 

heterocycle having 5, 6, 7, 8, 9, 10, 11, or 12 ring members, wherein the heterocycle is 
optionally substituted, 

-(Ci-Q)-alkyl wherein the alkyl is optionally substituted, 

-C(0)-R n , 

-C(0)-0-R l \ or 

-C(0)-N(R u ) 2 ; 

A is nitrogen or the radical -CHfe-; 

B is oxygen, sulfur, nitrogen or the radical -CHrJ 
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X is oxygen, sulfur, nitrogen or the radical -CH r ; 

Y is selected from a bond, oxygen, sulfur, nitrogen, and radical -CH 2 -, or 

X and Y together form a phenyl, l,2-dia2ine, 1,3-diazine, or 1,4-diazine radical, 
wherein, 

the ring system formed by N, A, X, Y, B and carbon cannot contain more than one 
oxygen, X is cannot be oxygen, sulfur, or nitrogen when A is nitrogen, the ring system 
does not contain more than one sulfur atom, and contains 1, 2, 3 or 4 nitrogen, and, the 
oxygen and sulfur are not present simultaneously, 
and wherein, 

the ring system formed by N, A 7 X, Y, B and carbon is optionally substituted, one, two 
or three times, independently of each other, by -(Ci-C 8 )^alkyl, wherein the alkyl is optionally 
substituted, one or two times, by -OH, -(Ci-C^alkoxy, halogen, -N0 2 , -NH 2 , -CF 3 , 
methylenedioxyl, -C(O), -C(0>CH 3? -(Ci-C 4 )-alkoxycarbonyl, -CN, -C(0)-OH, -C(0)-NH 2 , 
tetxazolyl, phenyl, phenoxy, benzyl or benzyloxy; or 

ii) R 9 and Z form, together with the carbon atoms to which they are in each case bonded, 



a heterocyclic ring of the formula He, 




wherein, 



D is -C(0)- 7 -SCO)- or -S(0>2-; 



R° is hydrogen or -(Ci-GO-alkyl; 



R 1A is hydrogen, 
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-<A-C<5>alkyl, wherein the alkyl is optionally substituted one, two or three times by 
aryl, wherein the aryl is optionally substituted, heteroaryl having 5, 6, 7, 8, 9, 10, 11, 12, 13 or 
14 ring members, heterocycle having 5, 6, 7, 8, 9, 10, 1 1, or 12 ring members, halogen, 
-N-(Ci-Q) n -alkyl, wherein n is zero, 1 or 2 and the alkyl is optionally substituted one, two or 
three times, independently of each other, by halogen or -C(0)-OH s -0-(Ci-C 6 )-aUcyI or -C(0)- 
OH, 

aryl, wherein aryl is optionally substituted, 

heteroaryl having 5, 6, 7, 8, 9, 10, 1 1, 12, 13 or 14 ring members, or 
heterocycle having 5, 6, 7, 8, 9, 10, 1 1, or 12 ring members; 

T is oxygen, sulfur, nitrogen or radical -CH 2 -; 

W is oxygen, sulfur, nitrogen or the radical -CH 2 -; 

V is selected from a bond, oxygen, sulfur, nitrogen or the radical -Ofes or 

T and V together form, or V and W together form a phenyl, 1,2-diazine, 
1,3-diazine or l,4-dia2ine radical, wherein, the ring system which is formed by N, T, V, W 
and two carbon atoms cannot contain more than one oxygen, cannot contain more th an one 
sulfur and contains 1, 2, 3 or 4 nitrogen, wherein the oxygen and sulfur are not present 
simultaneously, and 
wherein, 

the ring system which is formed by N, T, V, W and two carbon is optionally substituted, one, 
two three times, independently of each other, by -OH, -(Ci-Q)-alkoxy, halogen, -N0 2 , -NH 2 , 
-CF 3 , methylenedioxyl, -C(O), -C(0)-CH 3 , -(Ci-C 4 )-alkoxycarbonyl, -CN, -C(0)-OH, 
-C(0)-NH2, tetrazolyl, phenyl, phenoxy, benzyl or benzyloxy; and 

wherein, 

the remaining R\ R 2 , R 3 and R 4 in each case are, independently of each other selected from 
hydrogen, 
halogen, 
-(Ci-C 6 )-aIkyl, 
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heteroaryl having 5, 6, 7, 8, 9, 10, 11, 12, 13 or 14 ring members, wherein the 
heteroaryl is 

optionally substituted, 

heterocycle having 5, 6, 7, 8, 9, 10, 1 1, or 12 ring members, wherein the heterocycle is 
opyioally substituted, 
-N0 2 , 
-CN, 

-0-(Co-C4>alkylaryl, 

-0-(Ci-C 4 )-alkyl, 

-OR 11 , 

-N(R U ) 2 , 

-S(0)r-R u , wherein r is zero, 1 or 2, and 

R 5 is hydrogen, -OH or =0; and 

R is aryl, wherein aryl is optionally substituted, 

phenyl, wherein the phenyl is substituted one or two times by -CN, -NO2, -0-(Ci-C 4 )- 

alkyl, 

-N(R' ')2 7 -NH-C(0)-R n , -S(0) 3 -R u , wherein the s is zero, 1 or 2, -C(0)-R u or -(Ci-GO-alkyl- 
NH 2j 

heteroaryl having 5, 6, 7, 8, 9, 10, 11, 12, 13 or 14 ring members, wherein, die 
heteroaryl is 

optionally substituted one, two, or three times, or 

1 

heterocycle having 5, 6, 7, 8, 9, 10, 11, or 12 ring members, wherein, the heterocycle 
is optionally substituted one, two, or three times. 

3. (Original) The method according to claim 2, wherein, for formula I, E is N, or a 

radical -C(R 19 )-, wherein, R 19 is hydrogen or radical R 9 , wherein, 
R 9 is a characteristic radical of an amino acid wherein the amino acid is 
derived from a naturally occurring o-amino acids, selected from alanine, valine, 
leucine, isoleucine, phenylalanine, tyrosine, tryptophan, serine, Threonine, 
cysteine, methionine, asparagine, glutamine, lysiae, histidine, arginine, glutajnic 
acid or aspartic acid, or 
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a characteristic radical of an amino acid therein the radical is derived 
from an amino acid which is not naturally occulting selected from 2-aminoadipic 
acid, 2-aminobutyric acid, 2-aminoisobutyric acid, 2,4-diaminobutyric acid, 2,3- 
diaminopcropionic acid, 1 A3,4,-tebrahydroisoquinoline-l-caitoxyIic acid, 1,2,3,4- 
tetrahydroisoquinoliiie-3-carboxyUc acid, 2-aminopimelic acid, 3-(2- 
thienyl)atanine, 3-(3-thienyl)aIanine, sarcosine, pipecolic acid, 2-aminoheptanoic 
acid, hydroxyzine, N-methylisoleucine, 6-N-niethyllysine, norleucine, N- 
methylvaline, norvaline, ornithine, aHoisoleucine, 4-hydroxyproline, alio- 
hydxoxylysine, allothreonine, 3-hydroxyproline, 3-(2-naphthyl)alanine, 3-(l- 
naphthylalanine), homocysteine, homophenylalanine, homocysteic acid, 2-amino- 
3-phenylaminoethylpropionic acid, 2-amino-3-phenyIaminopropionic acid, 
homotryptophan, cysteic acid, 3-(2-pyridyl)alanine, 3-(3-pyridyl)alanine, 
3-(4-pyridyl)alanine, phosphinothricin, 4-fluorophenylalanine, 

3- fiuorophenylalanine, 2-fluorophenylalanine, 4-^chlorophenylalanine, 

4- nitrophenylalanine, cyclohexylalanine, 4-aminbphenylalanine, citrulline, 

5 - fluoro tryptophan, 5~methoxytryptophan 5 methionine sulfone, methionine 
sulfoxide or -NH-NR n -CON(R u )2, wherein, 

R 11 is hydrogen, 

-(Ci-C^-alkyl wherein, the alkyl is optionally substituted one, two, or 
three times by aryl, wherein, the aryl is selected from anthryl, 
biphenylyl, 2-biphenylyl, 3-biphenylyl, 4-biphenylyl, fluorenyl, 
naphthyl, 1-naphthyl, 2-naiphthyl and phenyl, wherein the aryl is 
optionally substituted one,- two or three times independently of 
one another by a radical selected from -C(0)'(Ci-C4)-alkyl, - 
C(0), =0, -NH-(Ci-C4)-alkyI, -NH^CCi^-allcyl)^ -(Ci-C B )- 
aliyl, -{Ci-C 8 )-alkoxy, halogen, nitro, amino, trifluoromethyl, 
hydroxyl, -CF 3 , and hydroXy-(C r C4>alkyl, methylenedioxy, 
ethylenedioxy, formyl, acetyl, cyano, hydroxycarbonyl, 
aminocarbonyl, -(Ci-C 4 )-alkoxycarbonyl, phenyl, phenoxy, 
benzyl, benzyloxy, -S(0) x -R n wherein x is zero, 1 or 2, -0-(Ci- 
C 4 )-alkyi, -C(0)-OH, -CCOJ-O^Q-C^-alkyi, -NH-C(0>(C r 
Gt)-alkyi, and cetrazolyl, hbteroaryl, having 5, 6, 7, 8, 9, 10, 11, 
12, 13 or 14 ring members, wherein the heteroaryl is optionally 
substituted and derived from azepine, azetidine, benzimidazole, 
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benzodioxolane, 2-benzofuran, benzothiazole, benzothiophene, 
2-benzothiophene, 2-benzoxazole, ]B-carboline, quinoxaline, 
quinazoline, quinoline, 2-<iuinoxaline, cycIohepta[b]-5-pyrrole, 
diazepine, dihydropyridine, S-hydroxypyrxo^^-dioiie, 
imidazole, 4-imidazoIe, imiidazolidine, imidazoline, indazole, 
indole, isoqurnoline, isoindole, isothiazole, isothiazolidine, 
isoxazole, 2-isoxazolidinei isoxazolidine, isoxazolonc, 
methylimidazole, 3-(N-methylpyrroHdineX morpholine, 
oxazole, 1,3,4-oxadiazole, oxadiazolidinedione, oxadiazolone, 
5-oxo-4 s 5-dihydro-[l,3,4]6xadiazole, S-oxo-l^^-thiadiazoIe, 
l,2,3 f 5-oxathiadiazole-2-oixide, l-oxo-l,2-dihydroO-isoquinol, 
phenyrpyrrole, S-phenyl^pytrole, phthalazine, piperazine, 
piperidine, pyrazine, pyrasole, pyrazoline, pyrazolidine, 
pyrazoline, pyridazine, pyrfmidine, pyridine, pyridyl-N-oxide, 
2-pyrrole, 3-pyrrole, pyrrolidine, pyrroline, 4,5,6,7-tetrahydro- 
2-indole, tetrahydrothienyl, tetrazole, thiadiazole, thiazole, 
thiomorpholine, thiophene, triazole, triazolone and triazole, 
wherein, the heteroaryl is optionally substituted one, two or 
three times by a radical derived from -C(OMCi-C 4 )-aIkyI, - 
C(O), =0, -NH-(Ci-C4)-alkyl, -NH-((C r C4)-alkyl) 2 , -(Ci-C 8 )- 
alkyl, -(Ci-C8>alkoxy, halogen, nitro, amino, trifluoromethyl, 
hydroxys -CF 3 , hydroxy-(Ci-GO-alkyl, methylenedioxy, 
ethylenedioxy, formyl, acetyl, cyano, hydroxycarbonyl, 
aminocarbonyl, -(Ci-C4)-aJkoxycarbonyl> phenyl, phenoxy, 
benzyl, benzyloxy, -S(0) x -R n y wherein x is zero, 1 or 2, -CKC,- 
C 4 )-alkyl, -C(0>OH f -CCOVO-Cd-QJ-alkyl, -NH-C(0)-(Ci- 
QJ-alkyl or tetrazolyl, halbgen, -N-(Ci-C 6 )n-aIkyl, wherein n is 
zero, 1 or 2 and alkyl is optionaDy substituted one, two or three 
times, independently of each other, by halogen or -C(0)-OH, - 
0-(Ci-C 6 >alkyl, or ^C(0)-OH, 

aryl, wherein, the aryl is selected from anthryl, biphenylyl, 2- 

biphenylyl, 3-biphenylyl, 4-biphenyIyl, fhiorenyl, naphthyl, 1- 
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naphihyl, 2-naphthyI and' phenyl, wherein the aryl is optionally 
substituted one, two or three times independently of one another 
by a radical selected from -C(OMCi-Q)-alkyl, -C(O), -O, - 
NH-(C,-C4)-alkyl, -NH-((d -C 4 )-alkyl)2, -{Ci-C 8 )-alkyl, -(C r 
C 8 )-alkoxy, halogen, nitro, amino, trifluoromethyl, hydroxyl, 
-CF 3 , and hydroxy-fQ-CO-alkyl, methylenedioxy, 
ethylenedioxy, fonnyl, acetyl, cyano, hydroxycarbonyl, 
aminocarbonyl, -(Ci-CU)-alkoxycarbouyl, phenyl, phenoxy, 
benzyl, benzyloxy, -S(0)x-R n wherein x is zero, 1 or 2, -0- 
(Ci-C4)-alfcyl, -C(O)-OH, -C(O>0-(Ci-C4)-alicyl, -NH-C(O)- 
(d -C 4 )-alkyl, and tetrazolyl, or 

heteroaryl, having 5, 6, 7, 8, 9, 10, 1 1, 12, 13 or 14 ring members, 
wherein the heteroaryl is optionally substituted and derived 
from azepine, azetidine, benzimidazole, benzodioxolane, 
2-benzofuran, benzothiazole, benzothiophene, 2- 
ben20thiophene s 2-beuzoxazole, p-carboline, quinoxaline, 
quinazoline, quinoline, 2^quinoxaline, cyclohepta[b]-5-pyrrole, 
diazepine, dihydropytidine, 3-hydroxypyrro-2,4-dione, 
imidazole, 4-imidazole» imidazolidine, imidazoline, indazole, 
indole, isoquinoline, isoindole, isothiazole, isothiazolidine, 
isoxazole, 2-isoxazolidine, isoxazolidine, isoxazolone, 
methylimidazole, 3-(N-mdthylpyiTolidine), morpholine, 
oxazole, l,3*4-oxadiazoIe, oxadiazolidinedione, oxadiazolone, 
5-oxo-4,5-dihydro-[l,3,4]6xadia2oIe, 5-oxo-l,2,4-thiadiazole s 
l,2,3,5-oxathiadiazole-2-oxide 7 l-oxo-l,2-dihydro-3-isoquinol, 
phenylpyrrole, 5-phenyi-2-pyrroIe, phthalazine, piperazine, 
piperidine, pyrazine, pyrazole, pyrazoline, pyrazolidine, 
pyrazolone, pyridazine, pyrimidine, pyridine, pyridyl-N-oxide, 
2-pyrrole, 3-pyrrole, pyrrolidine, pyiroline, 4,5,6,7-tetrahydro- 
2-indole, tetrahydrothienyl, tetrazole, thiadiazole, thiazole, 
thiomorpholine, chiophene, triazole, triazolone or triazole, 
wherein, the heteroaryl is optionally substituted one, two or 
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three times by a radical derived from -C(0)-(C]-C4)-aIkyI, - 
C(O), =0, -NH-(Ci-C 4 >alkyl, -NH-ad-Q^alkylh, -(d-C 8 )- 
alkyl, -(CrQ)-alkoxy, halogen, nitro, amino, criflaoromethyl, 
hydroxyl, -CF 3 , hydroxy^Q-C^-alkyi, methylenedioxy, 
ethylenedioxy, foimyl, acetyl, cyano, hydroxycarbonyl, 
aminocarbonyl, -(Ci-C 4 )-alkoxycarbonyl, phenyl, phenoxy, 
benzyl, benzyloxy, -S(0)i-R n s wherein x is zero, 1 or 2, -0-(Ci- 
Qj-alkyl, -QCO-OH, ^(0)-0-(Ci-C4)-alkyl, -NH-C(0)-(C,- 
C 4 )-alkyl or tetrazolyl, and 
wherein, the case of (R 1 \ each R 1 1 , indbpendently of each other, is hydrogen, 
-(Ci-QO-alkyl, wherein alkyl is optionally substituted one, two or three 
times by aryl, selected from anthryl, biphenylyl, 2-biphenylyl, 3-biphenylyl, 4- 
biphenylyl, fhiorenyl, naphthyl, 1-naphthyl, 2^naphthyl and phenyl, wherein 
the aryl is optionally substituted one, twd or three times independently of one 
another by a radical selected from -C(0)-(C r C 4 >alkyl, -C(0), =0, -NH-(Ci- 
C*>alkyl, -NH-((C,-C 4 )-alkyl) 2 , -(Ci-C 8 >alkyl, -(Ci-C 8 )-alkoxy, halogen, 
nitro, amino, trifluoromethyl, hydroxyl, -CF 3 , bydroxy-(Ci-C 4 )-alkyl, 
methylenedioxy, ethylenedioxy, formyl, acetyl, cyano, hydroxycarbonyl, 
aminocarbonyl, -(Ci-QJ-alkoxycarbonyl, phenyl, phenoxy, benzyl, benzyloxy, 
-S(0) x -R n wherem x is zero, 1 or 2, -CKd-GO-aDcyl, -C(0)-OH, -C(0)-0- 
(d-C4)-alkyl, -NH-C(0)-(CrC 4 )-alkyl, aiid tetrazolyl, heteroaiyl, having 5, 6, 
7, 8, 9, 10, 11, 12, 13 ot 14 ring members* wherein the heteroaryl is optionally 
substituted and derived from azepine, azetidine, benzimidazole, 
benzodioxolane, 2-benzofuran, benzothiazole, benzothiophene, 2- 
benzochiophene, 2-benzoxazole, (3-carboline, quinoxaline, quinazoline, 
quinoline, 2-quinoxalrae, cyclohepta[b]-5-pyrrole, diazepine, dihydropyridine, 
34iydroxypyiro-2,4-dione, imidazole, 4-iinidazole, imidazolidine, imidazoline, 
indazole, indole, isoquinoline, isoindole, isothiazole, isothiazolidine, isoxazole, 
2-isoxazolidine, isoxazolidine, isoxazolone, methylimidazole, 3-(N- 
methylpyrrolidine), moipholine, oxazole,,l,3,4-oxadiazole 1 
oxadiazolidinedione, oxadiazolone, 5-oxo-4,5-dihydro-[l,3>4]oxadiazole, 5. 
oxo-1, 2,4-thiadiazole, l,2,3,5-oxathiadiazole-2-oxide, l-oxo-l,2-dihydro-3- 
isoquinol, phenylpyrrole, 5-phenyl-2-pyrrOle, phthalazme, pipcrazine, 
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piperidine, pyrazine, pyrazole, pyrazolinfc, pyrazolidine, pyrazoliue, pyridazine, 
pyrimidine, pyridine, pyridyl-N-oxide, 2-pyrrole, 3-pyrrole, pyrrolidine, 
pyiroline, 4,5,6,7-tetrahydro-2-indole, tetrahydrothienyl, tetrazole, thiadiazole, 
thiasole, tbiomorpholine, thiophene, triazole, triazolone or triazole, wherein, 
the heteroaryl is optionally substituted one, two or three times by a radical 
derived from ^(OMQ-C^alkyl, -C(O), =0. -NH-CCj-C^-alkyl, -NH-((Ci- 
C 4 )-alkyl) 2 , <Ci-Q)-alkyI, -(Q-CsJ-alkoxy, halogen, nitro, amino, 
trifluoromethyl, hydroxyl, -CF 3 , hydroxy-(Ci-C 4 )-aIkyl, methylenedioxy, 
ethylenedioxy, formyl, acetyl, cyano, hydroxycarbonyl, aminocarbonyl, -(Ci- 
GO-alkoxycarbonyi, phenyl, phenoxy, benzyl, benzyloxy, -S(0) x -R n , wherein 
x is zero, 1 or 2, -O-CQ-C^-alkyl, -C(0)OH, -C(0)-0-(Ci-C4)-alkyl, -NH- 
C(0)-(C 1 -C 4 )-aUcyl or tetrazolyl, halogen, -N-(Ci-Q)-alkyl, wherein n is zero, 
1 or 2 and the alkyl is optionbally substituted one, two, or three times, 
independently of each other, by halogen, or by -C(0)-OH, -0-(C r Q)-alkyI, or 
-C(0)-OH, 

aryl, wherein the aryl is selected from anthryl, biphenylyl, 2-biphenylyl, 
3-biphenylyl, 4-biphenylyl, fiuorenyl, naphthyl, 1 -naphthyl, 2-naphthyl and 
phenyl, and wherein the aryl is optionally substituted one, two or three times 
independently of one another by a radical' selected from -C(0)-(C r C4>alkyl, - 
C(O), =0, .NH-(C,-C4)-alkyl, -NH-aCrC^Valkyl)^ -(d-QO-alkyl, -(Ci-Q)- 
alkoxy, halogen, nitro, amino, trifluorometliyl, hydroxyl, -CF3, and hydroxy- 
(Ci-C d )-alkyl, methylenedioxy, ethylenedioxy, formyl, acetyl, cyano, 
hydroxycarbonyl, aminocarbonyl, ^Ci-C^alkoxycarbonyl, phenyl, phenoxy, 
benzyl, benzyloxy, -S(0) K -R n wherein x is zero, 1 or 2, -0-(C r C 4 )-alkyl, - 
C(O)-0H, -CCO-O-CCi-C^J-alkyL -NH-GCOJ^d-CU)^!, or tetrazolyl, or 

heteroaryl, having 5, 6, 7, 8, 9, 10, 1 1, 12, 13 or 14 ring members, 
wherein the heteroaryl is optionally substituted and derived from azepine, 
azetidine, benz imidazole, benzodioxolane, 2-benzofuran, benzothiazole, 
benzothiophene, 2-benzothiophene 7 2-ben20xazole, p-carboline, quinoxaline, 
quinazoline, quinoline, 2-quinoxaline, cyclohepta[b]-5-pyirole, diazepine, 
dihydropyridine, 3-hydjoxypyrro-2,4-dione, imidazole, 4-imida2ole, 
imidazolidine, imidazoline, indazole, indole, isoquinoline, isoindole, 
isothiazole, isothiazolidine, isoxazole* 2-isoxazolidme, isoxazolidine, 
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isoxazolone, methylirnidazole, 3.(N-mefhylpyirolidiDe), morpholine, oxazole, 
1,3,4-oxadiazole, oxadiazolichuedione, oxadiazolone, 5-oxo-4,5-dihydro- 
[l,3,4]oxadiazole,5-oxo-U > 4-thiadiazoIe, l,2,3,5-oxathiadiazole-2-oxide, 1- 
oxo4,2-dihydroO-iso<niinol, phenylpyriole, 5-phenyl-2-pyrrole, phthalazine, 
piperazine, piperidine, pyrazine, pymole, pyrazoline, pyrazolidine, pyrazoline, 
pyridazine, pyrimidine, pyridine, pyridyl-N-oxide, 2-pynole, 3-pyrrole, 
pyrrolidine, pyrroline, 4,5,6,7-tetrahydro-2-mdole, tetrahydrothienyl, tetrazole, 
thiadiazole, tfaiazole, thiomorpholine, thibphene, triazole, triazolone and 
triazole, wherein, the heteroaryl is optionally substituted one, two or three 
times by a radical derived from -C(0)-(Ci-C»)-alkyl, -C(O), =0, -NH-(d-d> 
alkyl, -NH-((d-d)-alkyl)2, -(Ci-C 8 >alkyl, <Ci-C 8 )-alkoxy, halogen, nitro, 
amino, trifluororaediyl, hydroxy], -CF 3 , hydroxy^d-C»)-allcyl, 
raethylenedioxy, ethylenedioxy, fonnyl, acetyl, cyano, hydroxycarbonyl, 
aminocatbonyl, -(d-OO-alkoxycarbonyli phenyl, phenoxy, benzyl, benzyloxy, 
-S(0) x -R n , wherein x is the integer zero, 1 or 2, -O-Cd-dO-alkyl, -C(0>OH, - 
C(0)-0-(Ci-C 4 )-alkyl, -NH-C(0)-(Ci-C,.)-alkyl or tetrazolyl, 

aryl, wherein, the aryl is selected from anthryl, biphenyiyl, 2-biphenylyl, 
3-biphenylyl, 4-biphenylyl, fluorenyl, naphthyl, 1-naphthyl, 2-naphthyl and phenyl, 
wherein the aryl is optionally substituted one, two or three times independently of one 
another by a radical selected from -C(0)-(C|-C 4 >alkyl, -C(O), =0, -NH-(d-d)- 
alkyl, -NH-((d-d)-alkyl)2, -(d-C 8 )-alkyl, -(dnC 8 )-aIkoxy, halogen, nitro, amino, 
trifluoromethyl, hydroxyl, -CF 3 , hydroxy~(d-d)-alkyl, methylenedioxy, 
ethylenedioxy, fonnyl, acetyl, cyano, hydioxycaifbonyl, aminocarbonyl, -(C1-C4)- 
alkoxycarbonyl, phenyl, phenoxy, benzyl, benzyloxy, -SCOk-R 11 wherein x is zero, 1 
or 2, -O-CCi-C^-alkyl, -C(0>OH, -C(0)'0-(C r C 4 )-alkyl 7 -NH-C(0)-(Ci-C4)-alkyl, 
and tetrazolyl, 

heteroaryl, having 5, 6, 7, 8, 9, 10, 11, 12, 13 or 14 ring members, whereiD the 
heteroaryl is optionally substituted and derived from azepine, azetidine, 
benzimidazole, benzodioxolaue, 2-benzofuran, benzothiazole, benzodiiophene, 2- 
benzothiophene, 2-benzoxazole, P-carboline, qtfinoxalme, quinazoline, quinoline, 2- 
quinoxaline, cyclohepta[b]-5-pyiroIe, diazepine, dihydropyridine, 3-hydroxypyrro-2,4- 
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dione, imidazole, 4-imidazole, imidazolidiie, imidazoline, indazole, indole, 
isoquinoline, isoindole, isothiazole, isothiazolidine, isoxazole, 2-isoxazolidine, 
isoxazolidine, isoxazolone, methyiimidazole, 3-(N-methylpyirolidine), morpholine, 
oxazole, 1,3,4-oxadiazole, oxadiazolidinedione, oxadiazoione, 5-oxo-4,5-dihydro- 
[l,3,4]oxadiazoIe, 5-oxo-l,2,4-thiadiazole, l,2,3,5^athiadiazole-2-oxide, l-oxo-1,2- 
dihydro-3-isoquinol, phenylpyrrote, 5-pheuyl-2-pyrrole, phthalazine, piperazine, 
piperidine, pyrazine, pyrazole, pyrazolone, pyrazolidine, pyrazoline, pyridazine, 
pyrimidine, pyridine, pyridyl-N-oxide, 2-pyrrold, 3-pyrrole, pyrrolidine, pyrroline, 

4,5,6,7-tettahydro-2-indole, tetrahydrothienyl, tetxazole, thiadiazoie, thiazole, 
thiomorpholine, thiophene, triazole, triazolone or triazole, wherein, the heteroaryl is 
optionally substituted one, two or three times by a radical derived from -C(0)-(Q- 
QJ-alkyl, ~C(0), =0 7 -NH-Cd-C^alkyl, -NH-((Ci-C 4 )-alkyl)2, -(d-C 8 )-al]cyl, -(Ci- 
C 8 )-alkoxy, halogen, nitro, amino, trifluoromethyl, hydroxy!, ^CF 3 , hydroxy-(Ci -Ch- 
alky 1, methylenedioxy, ethylenedioxy, formyl, acetyl, cyano, hydroxycarbonyl, 
aminocarbonyl, -(C r CU)-alkoxycarbonyl, phenyl, phenoxy, benzyl, benzyloxy, -S(0) x - 
R" wherein x is zero, 1 or 2, -0-(C,-C 4 >alkyi; -C(OK>H, -C(0)-0-(Ct-Q)-alkyl, - 
NH-C(0)-(Ci^C4)-alkyl or tetrazolyl, 

-(CrCeJ-alkyI, wherein the alkyl is straight-chain or branched and is optionally 
substituted one, two, or three times, independently of each other by aryl, selected from 
anthryl, biphenylyl, 2-biphenylyl, 3-biphenylyl, 4-biphenylyl, fluorenyl, naphthyl, 1- 
naphthyl, 2-naphthyl and phenyl, wherein the aryl is optionally substituted one, two or 
three times independently of one another by a radical selected from -C(0)-(Ci-C 4 )- 
alkyl, -C(0), =0, -NH-(Ci^ 4 )-alkyi, -NH-((C r C 4 )-alkyl)2, -(Ci-C 8 )-alkyl 7 -(Ci-Ca)- 
alkoxy, halogen, nitro, amino, trifluoromerhyl, hydroxyl, -CF 3 , hydroxy-(Ci-C 4 >alkyl, 
methylenedioxy, ethylenedioxy, formyl, acetyl, cyano, hydroxycarbonyl, 
aminocarbonyl, -(C r C 4 )-alkoxycarbonyl, phenyl, phenoxy, benzyl, benzyloxy, -S(0) x - 
R" wherein x is zero, 1 or 2, -O-CCi-QJ-alkyl, -C(0)-OH, ^O^CMCi^-attyl, - 
NH-C(0)-(Ci-C 4 )-alkyl, and tetrazolyl, heteroaryl, having 5, 6, 7, 8, 9, 10, 1 1, 12, 13 
or 14 ring members, wherein the heteroaryl is optionally substituted and derived from 
azepine, azetidine, benzimidazole, benzodioxolane, 2-benzofuran, benzothiazole, 
benzothiophene, 2-benzothiophene, 2-benzoxazole, P-carboline, quinoxaline, 
quinazoline, quinoline, 2-quinoxaline, cyclohepta[b]-5-pyrrole, diazepine, 
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dmydropyridine, 3-hydio X ypyrro-2,4-dioue, imidazole, 4-imidazole, inridazolidine, 
imidazoline, indazole, indole, isoqumoline, isoihdole, isothiazole, isothiazolidine, 
isoxazole, 2-isoxazolidine, isoxazohdine, isoxazolone, methylimidazole, 3-(N- 
methylpyrrolidine), morpholine, oxazole, l,3,4-<oxadiazole, oxadiazolidinedione, 
oxadiazolone, 5-oxo-4>dwydro-[l,3,4]oxadiazoIe, 5-oxo-l,2,4-thiadiazoIe, 1,2,3,5- 
oxathiadiazole-2-oxide, l-oxo-l,2-dihydro-3-isoquiiiol, phenylpyrrole, 5-phenyl-2- 
pyrrole, phthalazme, pxperazine, piperidine, pyrazine, pyrazole, pyrazoline, 
pyrrolidine, pyrazoline, pyridazine, pvrimidine, pyridine, pyridyl-N-oxide, 2-pyrrole, 
3-pyirole, pyrrolidine, pyrroline, 4,5,6,7-tetrahydro-2-mdole, tetcahydrothienyl, 
tetrazole, thiadiazole, thiazole, tfoomorpholine, thiophene, triazole, triazolone or 
triazole, wherein, the neteroaryl is optionally substituted one, two or three times by a 
radical derived from-CCOMQ-QValkyl, -C(0), «0, -NH-(C,-C4)-alkyl, -NH-((C,- 
C 4 )-alkyl) 2 , -(d-Ca^alkyl, -(Cj-C 8 )-alkoxy, halogen, nitro, amino, Irifluoromethyl, 
hydroxyl, -CF 3 , hydroxy-CCt^J-alkyl, memylenedioxy, ethylenedioxy, formyl, 
acetyl, cyano, hydroxycarbonyl, ammocaibonyl,:-(Ci-C 4 )-alkoxycarbonyl, phenyl, 
phenoxy, benzyl, benzyloxy, -S(0)x-R n , wherein x is zero, 1 or 2, -O-Cd-O-alkyl, - 
C(0)-OH, -C(0>0-(Q.C*)-alkyl, -NH-C(0)-(C,-C 4 >alkyl or tetrazolyl, -(C 3 -C 6 y 
cycloalkyl, -OR 11 , =0, halogen, 

-CN, -CF 3 , -S(0) x R u , in which x is the integer zero, 1 or 2, -C(0)-0-R", -C(0)- 
N(R n )a, 




-C(0)-R ,-N(R ) 2 , a radical of the formula 1 , or a radical of the 

foimula 



R 11 



wherein, 



R 11 is hydrogen, 

-(Ci-Qs)-alkyl wherein, the alkyl is unsubstituted or substituted one, 
two, or three times by aryl, wherein, the aijyl is selected from anthryl, 
biphenylyl, 2-biphenylyl, 3-biphenylyl, 4-biphenylyl, fluorenyl, naphthyl, 1- 
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naphthyl, 2-naphthyl and phenyl, wherein the aryl is optionally substituted one, 
two or three times independently of one toother by a radical selected from 
-C(0)-(C,-C»)-alkyl, -C(O), =0, -NH-(Q-Q)-alkyI, ~NH-((Ci-C 4 )-alkyl)2. - 
(Ci-C 8 >alkyl, -(Ci-Cg)-alkoxy, halogen, nitro, amino, trifluoromethyl, 
faydroxyl, -CF 3 , and hydroxy-(Ci-GO-all<yl, methylenedloxy, efhylenedioxy, 
formyl, acetyl, cyano, hydroxycarbonyl, aminocarbonyl, -(C1-C4)- 
alkoxycarbonyl, phenyl, phenoxy, benzyl, benzyloxy, -S(0) x -R n wherein x is 
zero, 1 or 2, -0-(C t -C4)-alkyl, -C(0)-OH, -C(0>0-(Ci-C4)-alkyl, -NH-C(0)- 
(CrC4)-alkyl, or tetrazolyl, heteroaryl, having 5, 6, 7, 8, 9, 10, 11, 12, 13 or 14 
ring members, wherein the heteroaryl is optionally substituted and derived 
from azepine, azetidine, benzimidazole, benzodioxolane, 2-benzofuran, 
beozothiazole, benzothiophene, 2-benzothiophene, 2-benzoxazoie, 0-carboline, 
quinoxaline, quinazoline, quinoline, 2-quinaxaline, cyclohepta[b]-5-pyrrole, 
diazepine, dihydropyridine, 3-hydroxypyiro-2,4-dione, imidazole, 4-imidazole, 
imidazolidine, imidazoline, indazole, indole, isoquinoline, isoindole, 
isothiazole, isothiazolidine, isoxazole, 2-Jsoxazolidine, isoxazolidine, 
isoxazolone, methylimidazole, 3-(N-methylpyiTolidine), moxpholine, oxazole, 
1,3,4-oxadiazoie, oxadiazolidinedione, oxadiazolone, 5-oxo-4,5-dihydro- 
[l,3,4Joxadiazole, 5-oxo-l,2,4-thiadiazole, l,2,3,5-oxathiacIiazole-2-oxide, 1- 
oxo-l,2-dihydro-3-isoquinol, phenylpyirole, 5~phenyI-2-pyrrole, phthalazine, 
piperazine, piperidine, pyrazinc, pyrazole* pyrazoline, pyrazolidine, pyrazolone, 
pyridazine, pyrimidine, pyridine, pyridyl^N-oxide, 2-pyirole, 3-pytrole, 
pyrrolidine, pyrroline, 4,5 f 6,7-tetrahydro-i2-indole, tetrahydrothienyl, tetrazole, 
thiadiazole, thiazole, thiomoipholine, thicfphene, triazole, triazolone or triazole, 
wherein, the heteroaryl is optionally substituted one v two or three times by a 
radical -^(OXCi-C^-alkyl, -C(0) f =0, -NH-(C r C 4 )-alkyl, -NH-((Ci-C 4 )- 
alkyl)2. -(Q-CsJ-alkyl, -(Ci-Cs)-alkoxy, hjalogen, nitro, amino, trifluoromethyl, 
hydroxyl, -CF*, hydroxy-(CrC 4 )-alkyl, methylenedioxy, ethylenedioxy, 
fonnyl, acetyl, cyano, hydroxycarbonyl, aininocarbonyl, -(C1-C4)- 
alkoxycarbonyl, phenyl, phenoxy, benzyl, benzyloxy, -S(0)^R 11 , wherein x is 
the integer zero, 1 or 2, -O-CCi-GO-alkyl, -C(0)-OH, -C(0)-O^C r C 4 )-alkyl, - 
NH-C(OMCi-C 4 >alkyl or tetrazolyl, halogen, -N-(Ci-C 6 ) n -alkyl, in which n is 
zero, 1 or 2 and alkyl is optionally substituted one, two or three times, 
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independently of each other, by halogen or -C(0)-OH, -O-Cd-CD-alkyl, or - 
C(0)-OH, or 

aryl, wherein, the aryl is selected from anthryl, biphenylyl, 2- 
biphenylyl, 3-biphenylyl, 4-biphenylyl, fluoreuyl, naphthyl, 1-naphthyl, 
2-naphthyl and phenyl, wherein the aryl is optionally substituted one, two or 
three times independently of one another by a radical selected from -C(0)-(Ci- 
GJ-alkyl, -C(0), =0, -NH-CC-GO-alkyl, -NH-((C,-Q)-alkyl)2, -(G-Cfralkyl, 
-(Ci-Cg)-alkoxy, halogen, nitro, amino, hifluoromethyl, hydroxyl, -CF 3 , and 
hydroxy-(Ci-CU)-aIkyl, methylenedioxy, ethylenedioxy, fonnyl, acetyl, cyano, 
hydroxycarbonyl. aminocarbonyl, -(C I -C 4 )-alkoxycarbonyl, phenyl, phenoxy, 
benzyl, benzyloxy, -SCOVR 11 wherein x' is zero, 1 or 2, -CKQ-C^-alkyl, - 
C(0)-OH, -C(0)-0-<C,-C4)-alkyl, ~NH-C(0)-(Ci-C,)-alkyl and tetrazolyl, or 

heteroaryl, having 5, 6, 7, 8, 9, 10, 11, 12. 13 or 14 ring members, 
wherein the heteroaryl is optionally substituted and derived from azepine, 
azetidine, benzimidazole, benzodioxolane, 2-benzofuran, benzotbiazole, 
benzotbiophene, 2-benzothiophene, 2-benzoxazole, 3-carboIine, quinoxaline, 
quinazoline, quinoline, 2-quinoxaIine, cyclohepta[b]-5-pyirole, diazepine, 
dihydropyridine, 3-hydi-oxypyrro-2,4-dione, imidazole, 4-imidazole, 
imidazohdine, imidazoline, indazole, indole, isoquinoline, isoindole, 
isothiazole, isothiazolidine, isoxazote, 2-isoxazohdine, isoxazobdine, 
isoxazolone, methylimidazole, 3-(N-memylpvrrolidine),moipholine, oxazole, 
1,3,4-oxadiazole, oxadiazolidinedione, oxadiazolone, 5-oxo-4,S-dihydro- 
[l,3,4]oxadiazole, 5-oxo^,2,4-tlnadiazoie, l,2,3,5-oxathiadiazoIe-2-oxide, 1- 
oxo-l,2-dihydro-3-isoquinol, phenylpyrrole, 5-phenyl-2-pyrrole, phthalazine, 
piperazine, piperidine, pyrazine, pyrazole; pyrazoline, pyrszolidine, pyrazoline, 
pyridazine, pyrimidine, pyridine, pyridyl-N-oxide, 2-pyrrole, 3-pyirole, 
pyrrolidine, pyiroline, 4,5,6,7-tetrahydro-2-indole, tetrahydrothienyl, tetrazole, 
thiadiazole, thiazole, thiomoipholine, thiophene, triazole, triazolone or 
triazole, wherein, the heteroaryl is optionally substituted one, two or three 
times by a radical derived from -C(0)-(Ci-C4>alkyl, -C(0), =0, -NH-(G-C 4 )- 
alkyl, -NH-((Ci-C 4 )-alkyl) 2 , -(C r C g )-alltyl, -(C 1 -C 8 )-allcoxy, halogen, nilxo, 
amino, trifluoromethyl, hydroxyl, -CF 3 , hydroxy-(Ci-C4)-alkyl, 
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methylenedioxy, ethylenedioxy, farmyl, acetyl, cyano, hydroxycarbonyl, 
aminocarbonyl, -(Ci-C 4 )-alkoxycarbonyl, phenyl, phenoxy, benzyl, benzyloxy, 
-S(0) x -R n , wherein x is zero, 1 or 2, -0-(Ci^ 4 >alkyl, -C(0)-OH, -C(0)-0- 
(Q-C^-alkyl, -NH-CCOKCrQJ-alkyl dr tetrazolyl, 

wherein, the case of (R u ) 2 , each R 11 , independently of each other, is hydrogen, 

-(Ci-QJ-alkyl wherein, the alkyl is optionally substituted one, two, or three 
times by aryl, wherein, the aryl is selected from anthryl, biphenylyl, 2- 
biphenylyl, 3-biphenylyl, 4-biphenylyI, fluorenyl, naphthyl, 1-naphthyl, 
2-naphehyl or phenyl, wherein thtf aryl is optionally substituted one, 
two or three times independently of one another by a radical selected 
from -C(0)-(CrC4>alkyl, -C(0), =0, -NH-(Ci-C 4 )alkyl 4 -NH-((d- 
C 4 )-alkyl)2, -(C r C 8 )-alkyl, -(Q-CW-alkoxy, halogen, nitro, amino, 
trifluoromethyl, hydroxyl, -CFj, and hydroxy-(d-C 4 )-alkyl, 
raethylenedioxy, ethylenedioxy, fbrmyl, acetyl, cyano, 
hydroxycarbonyl, aminocarbonyl, -(Ci-Q^alkoxycarbonyl, phenyl, 
phenoxy, benzyl, benzyloxy, -S(6) x -R 11 wherein x is zero, 1 or 2, -0- 
(Ci-C4)-alkyl, -C(0)-OH, -C(O)-0-(C r C 4 )-aIkyl, -NH-C(0)-(C,-C 4 )- 
alkyl, or tetrazolyl, heteroaryl, having 5, 6, 7, 8, 9, 10, 11, 12, 13 or 14 
ring members, wherein the heteroaryl is optionally substituted and 
derived from azepine, azetidine, benzimidazole, benzodioxolane, 
2-benzoforan, benzothiazole, benzothiophene, 2-benzothiophene, 
2-benzoxazole, (3-carboline, quinoKaline, quinazoline, quinoline, 2- 
quinoxaline, cyclohepta[b]-5-pyrr61e, diazepine, dihydropyridine, 3- 
hydroxypyrro-2,4-dione, imidazole, 4-imidazole, imidazolidine, 
imidazoline, indazole, indole, isoquinoline, isoindole, isorhiazole, 
isothiazolidine, isoxazole, 2-isoxaiolidine, isoxazolidine, isoxazolone, 
methyliinidazole, 3-(N-methyIpyiuolidine), morpholine, oxazole, 1,3,4- 
oxadiazole, oxadiazolidinedione, oxadiazolone, 5-oxo-4,5-dihydro- 
[l,3,4]oxadiazole, 5-oxo-l,2,4-thiadiazole, l,2,3,5-oxathiadiazoIe-2- 
oxide, 1-oxo- l,2-dihydro-3-isoquinol, phenylpyrrole, 5-phenyl-2- 
pyiTole, phthalazine, pipei'azine, piperidine, pyrazine, pyrazole, 
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pyrazolone, pyrrolidine, pyrazoline, pyridazrae, pyrimidine, pyridine, 
pyridyl-N-oxide, 2-pyrrole, 3-pyrrole, pyrrolidine, pyridine, 4,5,6,7- 
tetrahydro-2-mdole, tetrahydrothSenyl, tetrazole, thiadiazole, thiazole, 
thiomorpholine, ftdophene, triazole, triazolone and triazole, wherein, 
the heteroaryl is optionally substituted one, two or three times by a 
radical derived from -C(OMd-d)-alkyl, -C(0), =0, -NH-(d-d)- 
alkyl, -NH-((Ci-C4)-alkyl)2, -(d-C 8 )-alkyl, -(C,-C 8 )-alkoxy, halogen, 
nitro, amino, trifluoromeihyl, hydroxyl, -OF 3 , hydroxy-(d-d)-alkyl, 
methylenedioxy, ethylenedioxy, fonnyl, acetyl, cyano, 
hydroxycarbonyl, aminocarbonyl, -(Ci-C 4 )-alkoxycarbonyl, phenyl, 
phenoxy, benzyl, benzyloxy, -S(0)x-R", wherein x is the integer zero, 
1 or 2, -CMd-CUValkyl, -C(0)-QH. -dOMMd-CO-alkyl, -NH-C(O)- 
(Ci-C4>alkyl or tetrazolyl, halogen, -NKd-dValkyl, in which n is 
zero, 1 or 2 and alkyl is optionally substituted one, two or three times, 
independently of each other, by halogen or -C(0)-OH, or -CKd-d)- 
alkyl, or -C(0)-OH, or 

aryl, wherein, the aryl is selected from authryl, biphenylyl, 2-biphenylyl, 

3-biphenylyl, 4-biphenylyl, fluorenyl, naphthyl, 1-naphthyl, 2-naphthyl 
or phenyl, wherein the aryl is optionally substituted one, two or three 
times independendy of one another by a radical selected from 
-C(0)-(d-C 4 )-alkyl, -C(0), =0, -NH-(d-C 4 )-alkyl, -NH»((d-C 4 )- 
alkyl)j, -(C l -C 8 )-alkyl, -(d-Q)-alkoxy, halogen, nitro, amino, 
trifluoromethyl, hydroxyl, -CF 3 , andhydroxy-Cd-QJ-alkyl, 
methylenedioxy, ethylenedioxy, fonnyl, acetyl, cyano, 
hydroxycarbonyl, aminocarbonyl, -(d-d)-alkoxycaibonyl, phenyl, 
phenoxy, benzyl, benzyloxy, -S(0)x-R n wherein x is zero, 1 or 2, -O- 

(d-C4)-alkyl, -C(0)-OH, -C(0>G-(d-Q)-alkyl, -NH-C(0)-(d-d)- 
alkyl, or tetrazolyl, and 

heteroaryl, having 5, 6, 7, 8, 9, 10, 11, 12, 13 or 14 ring members, wherein 
the heteroaryl is optionally substituted and derived from azepine, 
azetidine, benzimidazole, benzodibxolane, 2-benzofuran, 
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benzothiazole, benzothiophene, 2-benzothiophene, 2-benzoxazole, 0- 
carboline, quinoxaline, quinazollne, quinoliiie, 2-quinoxaline, 
cyclohepta[b]-5-pyrrole, diazepine, dihydropyridine, 3-hydroxypyrro- 
2,4-dione, imidazole, 4-imidazole, imidazolidine, imidazoline, 
indazole, indole, isoquinoline, isoindole, isothiazole, isothiazolidine, 
isoxazole, 2-isoxazolidine, isoxaiolidine, isoxazolone, 
methylimidazole, 3-(N-methylpynoMne), moipholine, oxazole, 1,3,4- 
oxadiazole, oxadiazoHdinediotne,oxadiazolone, 5-oxo-4,5-dihydro- 
[l,3,4]oxadiazole, S-oxo-l.^thiadiazole, l,2,3,5-oxathiadiazoIe-2- 
oxide, l-oxo-l,2-dihydro-3-isoqrinol, phenylpyrrole, 5-phenyl-2- 
pyrrole, phthalazine, piperazine, piperidine, pyrazine, pyrazole, 
pyrazoline, pyrazolidine, pyrazolone, pyridazine, pyrimidine, pyridine, 
pyridyi-N-oxide, 2-pyrrole, 3-pyiirole, pyrrolidine, pyiroline, 4,5,6,7- 
tetrahydro-2-indole, tetrahydrothienyl, tetrazole, thiadiazole, thiazole, 
thiomorpholine, thiophene, triazoje, triazolone and triazole, wherein, 
the heteroaryl is optionally substituted one, two or three times by a 
radical derived from -^(OMCi-CO-alkyl, ~C(0), =0, -NH-(Ci-Q>. 
alkyl, -NH-((C^C4)-alkyl)2, ^(C-C^alkyl, -(C l -C 8 )-alkoxy > halogen, 
nitro, amino, trifluoromethyl, hydroxyl, -CF 3l hydroxy-(Ci-C4>alkyl, 
methylenedioxy, ethylenedioxy, formyl, acetyl, cyano, 
hydroxycarbonyl, aminocarbonyl, KQ-CO-alkoxycarbonyl, phenyl, 
phenoxy, benzyl, benzyloxy, -S(OVR n , wherein x is zero, 1 or 2, -O- 
(Ci-C4>alkyl, *C(O)-0H, -C(0)-0-(Ci-Q)-alkyl, -NH-C(OKQ -Ch- 
alky! or tetrazolyl; 

at least one of one of R 1 , R 2 , R 3 and R 4 is a radical of the formula n, wherein, 

D is -C(O)-, -S(O)- or -S(0) 2 s 

R 8 is hydrogen atom or (Ct-QValkyl; 

Z is aryl, selected from anthryl, biphenylyl, 2-biphenylyl, 3-biphenylyl, 4-biphenytyl, 
fluorenyl, naphthyl, l-naphthyl, 2r-naphthyl or phenyl, wherein the aiyl is optionally ubstituted 

one, two or three times independently of one another by a radical selected from 
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-C(0)-(C,-C 4 )-alkyl, -C(O), =0, -NfHC-CO-alkyl, -NH-KC-Qj-alkylk, - 
(Ci-C 8 )-alkyl, -(Ci-Q)-alkoxy, halogen,, nitro, amino, trifluoromethyl, 
hydroxyl, ~CF 3 , andhydroxy-CQ-C^-alfcyl, methylenedioxy, ethylenedioxy, 
formyl, acetyl, cyano, hydroxycarbonyl, aminocarbonyl, -(Ci-C 4 ). 
alkoxycarbonyl, phenyl, phenoxy, benzyl, benzyloxy, S(0)^R. u wherein x is 
zero, 1 or 2, -0-(Ci-C 4 )-alkyl, -C(0)-OH, -C(OKMQ-C 4 )-alkyl, -NH-C(0)- 
(Ci-QJ-alkyl, or tetrazolyl, or 

heteroaryl, having 5, 6, 7, 8, 9, 10, 1 1, 12, 13 or 14 ring members, wherein the 
heteroaryl is optionally substituted and derived from azepine, azetidine, 
benzimidazole, benzodioxolane, 2-benzoTuran, benzothiazole, benzothiophene, 

2- benzothiophene, 2~benzoxazole, 3-carboline, quinoxaline, quinazolme, 
quinoline, 2-qninoxaline, cyclohepta[b]-5-pyiro]e, diazepine, dihydropyridine, 

3- hydroxypyrro-2,4-dione, imidazole, 4-imidazole, imidazoline, imidazoline, 
indazole, indole, isoquinoline, isoindole, isothiazole, isothiazolidine, isoxazole, 
2-isoxazolidine, isoxazolidine, isoxazolone, methylinudazole, 3-(N- 
methylpyrrolidine), morpholine, oxazole; 1,3,4-oxadiazole, 
oxadiazoHdinedione, oxadiazolone, 5-oxd-4,5-dihydro-[l,3,4]oxadiazole, 5- 
oxo-l,2,4-tbiadiazole, l,2,3,5-oxatinadialole-2-oxide, l-oxo-l,2-dihydro-3- 
iaoqninol, phenylpyrrole, 5-phenyl-2-pynrole, phthalazine, piperazine, 
piperidine, pyrazine, pyrazole, pyrazoline, pyrazolidine, pyrazolone, pyridazine, 
pyrhnidine, pyridine, pyridyl-N-oxide, 2-pyrrole, 3-pyrrole, pyrrolidine, 
pyrroline, 4,5,6,7-tetrahydro-2-indole, tetrahydrothienyl, tetrazole, thiadiazole, 
thiazole, thiomorpholine, thiophene, triazole, triazolone and triazole, wherein, 
the heteroaryl is optionally substituted one, two or three times by a radical 
derived from -C(0)-(Ci-C4)-alkyl, -C(q\ =0, -NH-Cd-QJ-alkyl, -NH-((Ci- 
C 4 )-alkyl)2, -(C,-Q)-alkyl, -(C r C 8 )-alkoxy, halogen, nitro, amino, 
trifluoromethyl, hydroxyl, -CF } , hydroxy-!(Ci-C 4 )-aIkyl, methylenedioxy, 
ethylenedioxy, formyl, acetyl, cyano, hydroxycarbonyl, aminocarbonyl, -(Cj- 
CO-alkoxycarbonyl, phenyl, phenoxy, benzyl, benzyloxy, -SCO^-R 1 \ wherein 
x is the integer zero, 1 or 2, -0-(C l -C 4 )-alkyl, -C(0)-OH, -C(0)-0-(C|-C 4 >- 
alkyl, -NH-C(0)-(Ci-Ct).alkyl or tetrazolyl, or -(Ci-Q)-alkyl, wherein the 



22 of 38 



PAGE 23/39 ' RCVD AT 1/1 1/2006 2:30:53 PM [Eastern Standard Time] « SVR:USPTO-EFXRF-6/30 1 DNIS:2738300* CSID:908 231 2626 ■ DURATION (mm-ss):09-04 



JAN. 1 1. 2006 2:37PM AVENTIS US PAT NO. 1105 P. 24 

DEAV2002/0064 US NP *> * ™»t~ 



alkyl is straight-chain or branched and is substituted one or two times by 
phenyl or -OH, -C(0>0-R n , or -C(0)-N(R I1 )2, and wherein, 

the remaining R l , R 2 , R 3 and R 4 in each case are, independently of each other selected 

from 

hydrogen, 

halogen, 

-(Ci-GO-alkyl, 

heteroaryl, having 5, 6, 7, 8, 9, 10, 11, 12, 13 or 14 ring members, wherein the 
heteroaryl is optionally substituted and derived from azepine, azetidine, benzimidazole, 
benzodioxolane, 2-benzofuran, benzothiazole, benzothiophene, 2-benzo£hiophene, 
2-benzoxazole, p%carboIrae, quinoxaline, quinazoline, quinoline, 2-quinoxaline, 
cyclohepta[b]-5-pyrroIe, diazepine, dmydropyridine, 3-hydroxypyrro-2,4-dione, imidazole, 
4-imidazole, imidazolidine, imidazoline, indazole, indole, isoquinoline, isoindole, isothiazole, 
isothiazolidine, isoxazole, 2-isoxazolidine, isoxazolidine, isoxazolone, methylimidazole, 
3.(N-methylpyrr ohdine), raorpholine, oxazole, 1,3,4-oxadiazole, oxadiazolidinedione, 
oxadiazolone, 5-oxo-4,5-dihydro-[13,4]oxadiazole, 5-oXo-l,2,4-thiadiazole, 1,2,3,5* 
oxathiadiazole-2-oxide, l-oxo-l,2-dihydro-3-isoquinol, phenylpyrrole, 5-phenyl-2-pyrrole, 
phthala2ine, pipexazine, piperidine, pyrazine, pyrazole, pyrazoline, pyrazolidine, pyrazoline, 
pyridazine, pyrimidine, pyridine, pyridyl-N-oxide, 2-pyrrole, 3-pyrrole, pyrrolidine, pyrroline, 
4,5,6,7-tetrahydro-2-indole, tetrahydrothienyl, tetiazole, tbiadiazole, thiazole, thiomorpholine, 
thiophene, triazole, triazolone and triazole, wherein, the heteroaryl is optionally substitnted 
one, two or three times by a radical derived from -C(0)-(Ci-C4)-aIkyL -C(0), =0, -NH-(Ci- 
C 4 )-alkyl, -NH-((Ci-C4)-alkyl) 2 , -(Ci-C 8 )-alkyl, -(Ci-Cs)-alkoxy, halogen, nitro, amino, 
trifluoromethy], hydroxyl, -CF 3 , hydroxy-(Ci-C 4 )-alkyl, methylenedioxy, ethylenedioxy, 
fonnyL acetyl, cyano, hydroxycaibonyl, ammocarbonyi, -(Ci-C 4 )-alkoxycaibonyl, phenyl, 
phenoxy, benzyl, benzyloxy, -S(0) x -R n , wherein x is the integer zero, 1 or 2, -0-(Ci-C 4 > 
alkyl, -C(0y0U, -C(0)-0-(Ci-C 4 )-alkyl, -NH-CXOMCx-CO-alkyl or tetrazolyl, or 

-(C,-C6)-alkyl, 

-NO* 

-CN, 

-O-CCo-GO-alkylaryl, 
-0-(Ci-C 4 )-alkyl, 
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-N(R n )2, 

-S(0) x -R n , wherein x is zero, 1 or 2, and 
R 5 is hydrogen, -OH or =0; and 

R° is aryl, selected from naphthyl, 1-naphthyl, 2-naphthyI, phenyl, biphenylyl, 2-biphenylyl, 
3-bipheuylyI, 4-biphenylyl, anthryl and fluorenyl, wherein, the aryl is optionally substituted, 
one, two or three times, by the radical chosen from -C(0)-(Ci-C4)-alky], ^C(O), =0, - 
NH-(C x -C 4 )-alkyI, ^-{(CrCa^alkyl^ -(Ci-C s )-alkyl. -(Q-Cel-alkoxy, halogen, 
nitro, amino, trifluoromethyl, hydroxyl, -CF 3 , hydroxy-(C,-CU)-alkyI, methylenedioxy, 
ethylenedioxy, formyl, acetyl, cyano, hydroxycairbonyl, aminocarbonyl, -(Q-Q}. 
alkoxycarbonyl, phenyl, phenoxy, benzyl, benzyjoxy, -S(0) x -R n , in which x is zero, 1 
or 2, -0-(Ci-C 4 )-alkyl, -C(0)-OH, -C(0)-0-(Ci-C 4 )-aIky1, -NH-C(0>(Ci-C 4 )-alkyl 
and cetrazolyl, or 

heteroaryl, having 5, 6, 7, 8, 9, 10, 11, 12, 13 or 14 ring members, wherein the heteroaryl is 
optionally substituted and derived from azepine, azetidine, benzimidazole, 
benzodioxolane, 2-benzofuran, benzothiazole, bdnzothiophene, 2-benzothiophene, 
2-benzoxazole, p-carboline, quinoxaline, quinazoline, quinoline, 2-quinoxaline, 
cyclohepta[b]-5-pynole, diazepine, dihydropyridine, 3-hydroxypyrro-2,4-dione, 
imidazole, 4-imidazole, imidazolidine, imidazoline, indazole, indole, isoquinoline, 
isoindole, isothiazole, isothiazolidine, isoxazole, 2-i$oxazolidine f isoxazolidine, 
isoxazolone, methylimidazole, 3-(N-methylpyrTolidine), marpholine, oxazole, 1,3,4- 
oxadiazole, oxadiazolidinedione, oxadiazolone, 5-oxo-4,5-dihydro-[l,3,4]oxadiazole, 
5-oxo-l,2,4-thiadiazole s l,2,3,5-oxathiadiazole-2^oxide, l-oxo-l,2~dihydro-3- 
isoquinol, phenylpyrrole, S-phenyl-2-pyrrole, phthalaiine, piperazine, piperidine, 
pyrazine, pyrazole, pyrazoline, pyrazolidme, pyrazoline, pyridazine, pyrimidine, 
pyridine, pyridyl-N-oxide, 2-pynrole, 3-pyirole, pfyrrolidine, pyrroline, 4,5,6,7- 
tetrahydro-2-indole, tetrahydrothienyl, tetrazole, thiadiazole, thiazole, thiomorpholme, 
thiophene, triazole, triazolone or triazole, wherein, the heteroaryl is optionally 
substituted one, two or three times by a radical derived from -C(0)-(Ci-C 4 )-alkyl, - 
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C(O), =0, -NH-(Ci-C 4 >-alkyl, -NH-((Ci-C 4 )-aliqyl) 2 , -(d-CO-alkyl, -(d-QValkoxy, 
halogen, nitro, amino, trifluoromethyl, hydroxy^, -CF 3 , hydroxy-(0-C4)-alkyl, 
methylenedioxy, ethylenedioxy, fonnyl, acetyl, cyano, hydroxycarbonyi, 
aminocarbonyl, -(Ci-Ci)-alkoxycarbonyl, phenyl, phenoxy, benzyl, benzyloxy, -S(0) x - 
R", wherein x zero, 1 or 2, -0-(Ci-0,)-aIkyl, -C(0>OH, -C(0)-0-(C r C 4 )-alkyl, - 
NH-C(0)-(Ci-C 4 )-alkyl or tetrazolyl. 

4. (Currently Amended) The method according to claim 2, wherein, for formula I, 
E is N or the radical -C(R 19 )-, wherein R 19 is hydrogen; 
at least one of one of R 1 , R 2 , R 3 and R 4 is a radical of the formula n, wherein, 
R* is hydrogen; 

R is a characteristic radical of an amino acid wherein, tiae amino acid is selected from 

histidine, serine, tryptophan, threonine, cysteine/methionine, asparagine, ghitamine, 
lysine, argmine, glutamic acid and aspartic acid, br 

-(Ci-C6)-alkyl, wherein alkyl is straight-chain or branched and is optionally substituted, one or 
two times, by phenyl, a radical selected from azepine, azetidine, benzimidazole, 
benzothiazole, benzothiophene, benzoxazole, diafcepine, imidazole, indole, isothiazole, 
isoxazole, morpholine, 1,3,4-oxadiazole, 5-oxo-4,5-dihydro-[l,3,4]oxadiazole s oxazole 
piperidine, pyrazine, pyrazole, pyridine, pyrimidine, pyrrole, pyrrolidine, pyrroline, 
thxazole, thiomorpholine, thiophene and triazole, -NH(R 11 ), -C(0)-R 12 , wherein R 12 is 
naphthyl, phenyl, morpholinyl or pyrirnidinyl, -O-R 11 , -N(R 12 )-phenyl, wherein R 12 is 
naphthyl, phenyl, morpholinyl or pyrirnidinyl, -SCOVR 12 * in which x is zero, 1 or 2 7 - 
CN, or -(C 3 -Qs)-cycloalkyl, 
wherein, 

the phenyl radical, the radical selected from azepine, azetidine, benziniidazole, 

benzothiazole, benzothiophene, benzoxazole, diazepine, imidazole, indole, 
isothiazole, isoxazole, morpholine, 1,3,4-oxadiazole, 5-oxo-4,5-dihydro- 
[l,3,4]oxadiazo!e, oxazole piperidine, pyrazine, pyrazole, pyridine, pyrimidine, 
pyrrole, pyrrolidine, pyrroline, thiazole, thiomorpholine, thiophene and 
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triazole, the -C(0)-R 12 , wherein R 12 is naphthyl, phenyl, moiphoUnyl or 
pyrimidinyl, the -(C 3 -^)-cycloalkyl and 1 the R 12 are optionally substituted, one 
or two times, by -OH, -(C 1 -C 4 )-aIkyl > -CF 3 , halogen, ^Q-C 4 )-aIkyl, - 
COOH, -CCOJ-CHCrQ^alkyl, -NHior'-NH-CCOXQ-C^-alkyl, 
and wherein, 

R 11 is -(Ci-C 4 )-alkyl, R 13 or, -N(R U ) 2 , wherein the R 13 , independently of each 
other, are selected from hydrogen, -(d-Ctf-alkyl, -(Ci-C 4 )-alkyl-0-(C r C 4 > 
alkyl 7 -(C,^)-alkyl.N(R ,5 )2, wherein R 15 is R 15 is hydrogen atom or ~(C X -C 4 )- 
alkyl, -(Co-C 4 )-aIkyl, wherein the alkyl ii substituted one or two time, by 
imidaolyl, moipholinyl or phenyl; 

Z is a hetetroaryl radical selected from 3-hydroxypyrro-2,4-dione, imidazole, 

imidazolidine, imidazoline, indazole, isothiazole, isothiazolidine, isoxazole, 
isoxazolidine, 2-isoxazolidine, isoxazolone, morpholine, 1,3,4-oxadiazole, 
oxadiazolidinedione, oxadiazolone, l,2,3;5-oxathiadiazole-2-oxide, oxazole, 5- 
oxo-4,5-dihydro-[l,3,4]oxadiazole, 5-oxo-l,2,4-thiadiazole, piperazine, 
pyrazine, pyrazole, pyrazolidine, pyrazolone, pyridazine, pyrimidine, tetrazole, 
chiadiazole, thiazole, thxomorpholine, triazole and triazolone, wherein the 
heteroaryl radical is optionally substituted, one, two or three times, 
independently of each other, by -C(0)-R 15 , wherein R 15 is hydrogen or 
-(C r C 4 )-alkyI, -(Ci-C 4 >alkyl, -O-R 15 , wherein, R 1S is hydrogen or -(Ci-GO- 
alkyl, -N(R 15 )-R 16 . wteeia, wherein R 15 and R 1 * are, independent of each other, 
hydrogen or -(Ci-CO-alkyl, halogen, or aketo radical, -C(0)-R 15 , wherein R !5 
is hydrogen atom or -(C 3 -C 4 >alkyl, -C(0)-R 15 , wherein R 15 is hydrogen atom 
or -(Q-GO-alkyl, or -C(0)-N(R 15 )R 16 , wherein R 15 and R 16 are, independent of 
each other, hydrogen or -(CrGO-alkyl; 

i) R andR form, together with fine nitrogen atom and carbon atom to which they are 
in each case bonded, a ring of the formula Ha from the group pyrrole, 
pyrroline, pyrrolidine, pyridine, piperidine, piperylene, pyridazine, pyrimidine, 
pyrazine, piperazine, pyrazole, imidazole, pyrazoline, imidazoline, 
pyrazolidine, imidazolidine, oxazole, isoxazole, 2-isoxazolidine, isoxazolidine, 
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morpholine, isothiazole, thiazole, tetrazole, l,2,3,5-oxathiadiazoIe-2-oxides, 
oxadiazolone, isoxazolone, triazolones, bxadiazolidinedione, triazole, which 
are substituted by F, CN, CF 3 or COO-CCj-GO-alkyl, 3-hydroxypyrro-2,4- 
diones, 5-oxo-l,2,4-thiadiazoles, 1,3,4-exadiazole, isothiazolidine, 
thiomorpholine, indazole, thiadiazole, benzimidazole, qiiinoline, triazole, 
phthalazme, quinazoline, quinoxaline, purine, pteridine, indole, 
tetrahydroquinoline, tetrahychoisoquinoline and isoquinoline; or 

ii) R 9 and Z form, together with the carbon atoms to which they are in each case 

bonded, a ring of the formula lie from the group pyrrole, pyrroline, pyrrolidine, 

pyridine, piperidine, piperylene, pyridazme, pyrimidine, pyrazine, piperazine, 

pyrazole, imidazole, pyrazoline, imidazoline, pyrazolidine, imidazolidine, 

oxazole, isoxazole, 2-isoxazolidine, isoxazolidine, morpholine, isothiazole, 

thiazole, isothiazohdine, thiomorpholine^ indazole, thiadiazole, benzimidazole, 

quinoline, triazole, phthalazine, quinazoline, quinoxaline, purine, pteridine, 

indole, tetrahydroquinolhie, tetrahydroisoquinoline, isoquinoline, tetrazole, 

1 ,2,3,5-oxa1hiadiazo(e-2-oxides, oxadiazolone, isoxazolone, triazolones, 

oxadiazolidinedione, triazole, which are substituted by F, CN, CF 3 or COO- 

(Cj-C^-alkyl, 3-hydroxypyrio-2,4-diones, 1,3,4-oxadiazole or 5-oxo-l,2,4- 
thiadiazole; and 

wherein, 

the remaining R l , R 2 , R 3 and R 4 in each case are, independently of each other selected from 
hydrogen, 
halogen, 
-(Ci^O-alkyl, 
-CN, 
-NOi, 

-O-(C 0 -C4)-alkyl-phenyl, 
-0-(Ci-C 4 )-alkyI, 
-N-(<VQ>alkyl-phenyl, 
-N-(Ci-C 4 >alkyl and 
-CF 3 ; 
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R s is hydrogen, -OH, or =0; and 

R 6 is phenyl, substituted one or two times by -CN, -N0 2 , -O^Q-CO-alkyl, or-NH 2 , 
orpyridine or pyrimidine, wherein pyridine or pyrimidine is optionally 
substituted, one, two or three times by aradical selected from -C(0)-(Ci-C 4 > 
alkyl, -C(O), =0, -NH-Cd-C^-alkyl, -NH-aC.-C^alkyl)*, -(C-QO-alkyl, - 
(Cj-C 8 )-alkoxy, halogen, nitro, amino, ttifluoromethyl, hydroxyl, -Cft, 
hydroxy-(C,-C4)-alkyl, methylenedioxy, etaylenedioxy, formyl, acetyl, cyano, 
hydroxycarbonyl, antinocarbonyl, -(Q^)-alkoxycarbonyl, phenyl, phenoxy, 
benzyl, benzyloxy, -S(0) x -R", wherein x is zero, 1 or 2, -O-CC-C^-alkyl, - 
C(0)-OH, -C(0)-0-(C,^C4)-alkyI, -NH-^OMQ-C^alkyl and tetrazolyl. 

5. (Original) The method according to claim 2, wherein, for formula I, 
E is a radical -C(R 19 )-, wherein, R 19 is hydrogen br TL 9 , wherein, 

R 5 is -(C a .C 4 )-alkyl, wherein the alkyl is straighttehain or branched and is substituted 
one or cwo times, independently of each other, by -S(0)-R a , wherein, R" is 
hydrogen, -(C,-C«)-alkyl, wherein alkyl is optionally substituted, one, two or 
three times, independently of each other by halogen, or phenyl, wherein, the 
phenyl is optionally substituted, one, two, or three times, independently of each 
other, by halogen or -(Q-CO-alkyl, -N(R Il )2, wherein, R 11 is hydrogen, -(C : - 
QsValkyl, wherein alkyl is optionally substituted, one, two or three times, 
independently of each other by halogen, or phenyl, wherein phenyl isoptionaUy 
substituted, one, two, or three times, independently of each other, by halogen 
or -(Ci-C4>alkyl, or pyrrole, or 

a characteristic radical of an amino acid selected from the histidine, tryptophan, serine, 
threonine, cysteine, methionine, asparagine, glutamine, lysine, arginine, 
glutamic acid and aspartic acid; 



at least one of one of R 1 . R 2 , R 3 and R 4 is a radical of the formula II, wherein, for 
formulall, 
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D is -C(0)-; 

a 

R is hydrogen; 

Z is 5-oxo-4,5-dihydro-[l ,3,4]oxadiazole, -C(0)-OH or -C(0)-NH 2 ; 
R n is hydrogen, 

-(Ci-CcMkyl, wherein the alkyl is optionally substituted, one, two or three times, 

independently of each other by halogen, or 
phenyl, wherein phenyl is optionally substituted; one, two, or three times, 

independently of each other, by halogen Or -(C,-C 4 )-alkyl; 

the remaining R 1 , R 2 , R 3 and R 4 are in each caselhydrogen; 
R 5 is hydrogen atom, and 

R* is phenyl, pyridine or pyrimidine, wherein the phenyl, pyridine or pyrimidine is 

optionaUy substituted, one, two or three times, by a radical selected from -C(0)-(Ci-C 4 )- 
alkyl, -C(O), =0, -NH-(Ci-C 4 )-alkyl, -NH-ad-C^alkyl^, .(Ci-C 8 )-alkyl, -(Q-Q)- 
alkoxy, halogen, nitro, amino, trifluoromethyl, hydit>xyl, -CF 3 , hydroxy-CQ-GO-alkyl, 
methyieuedioxy, ethylenedioxy, formyl, acetyl, cyano, hydroxycarbonyl, aminocaibonyl, 
-(Ci-C 4 )-alkoxycarbonyl, phenyl, phenoxy, benzyl, benzyloxy, -S(0)x-R n , wherein x is 
zero, 1 or 2, -0-(C r C4)-alkyl, -C(0)-OH, -C(0)-0-(Ci-C 4 >alkyl, -NH^OMQ-C^-alkyl 
and tetiazolyl. 

6. (Original) The method according to claim 2, wherein, for formula la, 
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R23 



or a stereoisomerie fonn thereof or a mixture of stereoisomers forms in any ratio, or a 
physiologically tolerated salt thereof, wherein, 

EisNorCH; 

Mis Nor CH; 

R21 is hydrogen, 
halogen, 
-(C,-C 4 )-alkyl, 
-CN, 
-CP,, 

-OR 15 , wherein, R 15 is hydrogen or-(C l -C4)-alkyl, 

-N(R 15 )-R' 6 wherein, R ,s and R lfi are, independendy of each other, hydrogen or 
-(Cj-OO-alkyl, 

-C(0)-R 15 , wherein, R 15 is hydrogen or -(Ci-GO-alkyl, or 

-S(0) X -R 1S ? wherein, x is zero, 1 or 2, and R 1S is hydrogen or -(Ci-C 4 )-alkyl; 

R31 is hydrogen, 
halogen, 
-(d-GJ-alkyl, 
-CN, 
-CF 3 , 

-OR 15 , wherein, R 15 is hydrogen atom or -(Ct-C4>alkyl, 
-N(R 15 )-R lS wherein, R 15 and R ie are, independently of each other, hydrogen or 
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-(Ci-C 4 )-alkyl, 

-C(0)-R 15 , whereiu, R 1S is hydrogen or -(Ci-C^-alkyl, or 

-S(0) x -R , wherein, x is zero, 1 or 2, and R 1S is hydrogen or -(Ci-C 4 )-alkyl; 

R22 is a heteroaryl radical selected from 3-hydroxypyrro-2,4-dione, imidazole, imidazolidine, 
imidazoline, indazole, isodiiazole, isothiazolidine, isoxazole, 2-isoxazolidine, isoxazolidine, 
isoxazolone, morpholine, oxazole, 1,3,4-oxadiazole, oxadiazoHdinedione, oxadiazolone, 
lA^-oxathiadiazole-Z-oxide, 5-oxo-4 7 5-dihydro-[l ^oxadiazole, 5-oxo-l ,2,4-thiadiazole, 
piperazine, pyrazine, pyrazole, pyrazolone, pyrazolidine, pyridazine, pyrimidine, tetrazole, 
thiadiazole, thiazole, thiomorpholine, triazole and ttiazolone, wherein the heteroaryl radical is 
optionally substituted one, two or three times by -C(0)-R ,s , wherein R 13 is hydrogen or - 
(CrC 4 )-alkyl, -(Ci-C 4 >alkyl, ~0-R 15 , wherein R I5 is hydrogen or -(C)-C 4 )-alkyl, -N(R 15 )-R 16 , 
wherein R ]5 and R 16 are, independently of each other, hydrogen or -(Q-GO-alkyl, halogen, or 
a keto radical, 

-C(0>R 15 , wherein R 15 is hydrogen or-(Ci-C4)-alkyl, 
-C(O)-0R 15 , wherein R 1S is hydrogen or -(C^C 4 )-alkyl, or 
-C(0)-N(R 17 )-R 1S , wherein R 17 and R 18 are, independently of each other, hydrogen, 

-(Ci-C 4 )- 

alkyl-OH, -0-(C l .C 4 )-aIkyl or -(Q-C^-alkyl; 



R23 is hydrogen or-(C,-C4>alkyl; and 



R24 is a heteroaryl radical selected from pyrrole, furan, tniophene, imidazole, pyrazole, 

oxazole, isoxazole, thiazole, isothiazole, tetrazole, l,2,3>5-oxathiadiazole-2- 
oxide, criazolones, oxadiazolones, isoxazolones, oxadiazolidinedione, triazole, 
3-hydroxypyiro-2,4-dione, 5-oxo-l,2,4-thiadiazole, pyridine, pyrazine, 
pyrimidine, indole, isoindole, indazole, phthalazine, quinoline, isoquinoline, 
quinoxaline, qijinazoline, cinnoline, p-car&oline and benzo fused cyclopenta 
derivatives or cyclohexa derivatives of these heteroaryl radicals, wherein the 
heteroaryl radical is optionally substituted, one, two or three times, 
independently of each other, by -(C r C 5 )-alkyl, -(Q-Cy-alkoxy, halogen, nitro, 
amino, trifluoromethyl, hydroxyl, hydroxy-(Ci-C 4 )-aIkyl, methylenedioxy, 
ethylenedioxy, formyl, acetyl, cyano, hydroxycarbonyl, aminocarbonyl or 
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-(Ci-C 4 )-alkoxycarbonyl, or an aryl radical selected from phenyl, naphthyl, 
1 -naphthyl, 2-naphthyl, biphenylyl, 2-biphenylyl, 3-biphenylyl and 4- 
biphenylyl, anthryl and fluorenyl, wherein the aryl radical is optionally 
substituted, one, two or three times, independently of each other, by -(Ct-Cj)- 
alkyl, -(Cj-C 5 )-alkoxy, halogen, nitro, amino, trifluoxomethyl, hydroxyl, 
hydroxy-(Ci'C4)-alkyl, methylenedioxy, ethylenedioxy, formyl, acetyl, cyano, 
hydroxycarbonyl, aminocarbonyl or -(Ci.C4)-alkoxycarbonyl. 

7. (Original) The method according to claim 6, wherein, for formula la, 
E is N or CH; 

M is N or CH; 

R21 is hydrogen, 
halogen, 

-(Ct-O-alkyl, 

-CN, 

-CF 3 , 

-OR 15 , wherein, R 15 is hydrogen atom or -(Ci-CO-alkyl, 

-N(R 15 )-R 15 wherein, R 15 and R 16 are, independently of each other, hydrogen or 
-(Ci-C 4 )-aUcyl, 

-C(0)-R 15 , wherein, R 15 is hydrogen or -{Ci-GO^alkyl, or 

-S(0) x -R 15 , wherein, x is zero, 1 or 2, and R ,s is hydrogen or -(Ci-C*>alkyl; 

R22 is a heteroaryl radical selected from imidazole, isotltiazole, isoxazole, 2-isoxazolidine, 

isoxazolidine, isoxazolone, 1,3,4-oxadiazole, oxadiazolidinedione, 1,2,3,5- 
oxadiazolone, oxazole, 5-oxo^,5-dmydrt>![l,3,4;ioxadiazole, tetrazole, 
thiadiazole, thiazole, triazole and triazolone, wherein the heteroaryl radical is 
optionally substituted one, two or three times by a keto radical, halogen, or 
•(Q-QO-alkyl, 

-C(0)-N(R l7 )-R 18 , wherein R 17 and R 18 are hydrogen, -(Ci-C2)-alkyl-OH, -O- 
(Ci-Cy-alkyl, or -(Ci-C4)-alkyl; 
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R23 is hydrogen, methyl or ethyl; 

R24 is a heteroaryl radical selected from unsaturated, partially saturated and completely 

saturated rings which are derived from pyridine, pyrazine, pyrimidinc, 
pyridazine, pyrrole, furan, thiophene, imidazole, pyrazole, oxazole, isoxazole, 
thiazole, triazole or isothiazole, wherein the heteroaryl radical is optionally 
substituted, one, two or three times, independendy of each other by -(Ci-Q)- 
alkyl, -(Ci-GO-alkoxy, F, CI, I, Br, nitroj amino, trifluoromethyl, hydroxyl, 
hydroxy-(Ci-C4)-alkyl, methylenedioxy, ethylenedioxy, formyl, acetyl, cyano, 
hydroxycarbonyl, ammocarbonyl or -(Ci-C^-alkoxycarbonyl, or phenyl, 
wherein, the phenyl is optionally substituted one, two or three times, 
independently of each other, by F, CI, I, Br, CF 3 , -OH, -(Cj-Q)-alkyl or - 
(Q-GO-alkoxy; and 

R31 is hydrogen, 
halogen, 
-(Ci-O-alkyl, 
-CN, 
-CF 3 , 

-OR lS , wherein, R 1S is hydrogen atom or-(Ci-C4)-alkyI, 
-N(R 15 )-R 16 wherein, R 15 and R 16 are, independendy of each other, hydrogen or 
-(Ci-C4)-alkyl, 

-C(0)-R 15 , wherein, R 1S is hydrogen or-(Ci-C4)-alkyl, or 

-SCOx-R 15 , wherein, x is zero, 1 or 2, and R 15 is hydrogen or -(Ci-C^-alkyl. 

8. (Original) The method according ro claim 2, wherein the compound of formula I 
is N-[(^-2-diphenylamrao- 1 -(5^xo-4,5^^ 

methylaminopyrimidin-4-yl)-lH-indole-5-carboxaniide or N-((S)-l-carbamoyl-2- 

diphenyl^noe%l)-2-(2-memylammopyrirtidin-4-yl)-lH-beiizra 
carboxamide. 
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9- (Original) The method according to claim 2, wherein the compound of formula la 
is N-[(£)-2Hliph<my^ 

methylammopj^tdin^ a N-((S)-l-carbamoyl-2- 

<MphenylaminoethyI)-2^ 

carboxamide. 

10. (Original) The method according to claim 6\ wherein the compound of formula I 
is N-[($-2Kfiphenylan^ 

me%laminopyriim^ OT N-((SM-carbaraoyI-2- 

diphenylaminoethyI)-2-(2-methylaminopyr^ 

carboxamide. 

1 1 . (Original) The method according to claim 6, wherein the compound of formula la 
is, wherein the compound N-[(^2-diphenyIamino-H5-oxo 

dihyfro[ 1 ,3,4]oxadiazol-2^^ 

5-carboxamide or N-((S)-l-caibamoyl-2-diphenylaminoethyl)-2-(2- 
methylminopyrimidin-4-yl). lH-benzimidazble-5-carboxamide. 

12. (Currently Amended) A The method of claim 2 wherein the pain is chronic or 
acute- for producing a pharmaceutical for tho prophylaxis and therapy of acuto pain 
or chronic pain, in a pati e nt in n ee d thoroof, comprising administ e ring to s&ek 
pati e nt a pharmac e utically effootiv e amount of a compound according to cIaim -4% 

13. (Currently Amended) The method according to claim 44- 12, wherein the chronic 
pain is a chronic pain selected from chronic musculoskeletal diseases, a pain 
associated with menstruation, a pain associated with osteoarthritis or rheumatoid 
arthritis, a pain associated with intestinal inflammation, a pain associated with 
cardiac muscle inflammation, a pain associated with multiple sclerosis, a pain 
associated with neuritis, a pain associated with a carcinoma and a sarcoma, a pain 
associated with AIDS, a pain associated with chemotherapy, an amputation pain, a 
trigeminus neuralgia, a headache, and a neuropathic pain. 
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14. (Currently Amended) The method according to claim U 12, wherein the acute 
pain is an acute pain selected from a pain following injury, a post-operative pain, a 
pain associated with an acute attack of gout, and an acute pain following jaw-bone 
surgical intervention. 

15. (Canceled) 

16. (Currently Amended) The method according to claim 43 13 wherein the headache 
is a migraine cephalalgia. 

17. (Currently Amended) The method according to claim 45 12 wherein the 
neuropathic pain is post-herpes zoster neuralgia. 
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